10/527618 



WO 2004/024283 



1/7 



PCT/US2003/028759 



Fig.1 





BEST AVAILABLE COPY 



10/527 



WO 2004/024283 PCT/US2003/028759 

2/7 




BEST AVAILABLE COPY 



10/527618 



WO 2004/024283 PCTAJS2003/028759 

3/7 



Fig. 4 




BEST AVAILABLE CX)PY 



10/527618 





BEST AVAILABLE COPY 



wo 2004/024283 



5/7 



10/527618 

PCT/US2003/028759 



Fig. 6 



80% 



60% 



S 

CO 



2 

3 

or 



40% 



20% 





10% 20% 30% 

Air to Liquid Ratio 



40% 



Fig. 7 

80% 




BEST AVAILABLE COPY 



10/527618 

WO 2004/024283 PCT/US2003/028759 

6/7 



Fig. 8 



E 

s 

E 



0.3 0.74 0.88 

Linear Velocity (Ws) 

Fig. 9 




0.3 0.74 0.88 

Linear Velocity (Ws) 



Fig. 10 




0.3 0.74 0.88 

Linear Velocity (Ws) 




BEST AVAILABLE COPY 



10/527618 



WO 2004/024283 



PCT/US2003/028759 



7/7 



Fig. 1 1 



Manufacturing Process Flow Chart for Bulk Drug Substance 
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Growth in selective media. 

2 mL of MCB generates 1 L of Inoculum 



Fermentation 

500 L working volume 



Harvest/Centrifugation 

Cell paste processed Immediately or frozen as a 
hold step. 



RNase A Treatment, Cell Lysis, and Clarification 

Cell paste processed to yield 250 L of Clarified Lysate 



Ion Exciiange Column Chromatograpliy 

Up to 20 volumes of lysate loaded per 
column bed volume of resin 



Ultrafiltration/Dlafiltration 

50,000 dalton cut-off 



Filtration 
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